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Figure 1 . 
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Figure 3. 



Source 
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Accession no./ 
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Human 


HAIXSSPSDENINTIIiDNLAARDFINWLIQTKITD 


P01275 


Gclden hamster 


HADGSPSDEMNTILDSIiATRDPINWLIQTKITD 


P0127 


Rat 


HAIXSSPSDElMBrriLDNLATRDFINWLIQTKITD 


Pd6883 
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HADGSPgbEMNfllJDNLATRDPINWLIQ 
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P55095 


Bovini* 


HAIXSSFSDEMNTVLDSIiATRDPINWLLQTKITD 


P01272 
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Figure 4. 
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Figure 5. 
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Figure 6. 

a) Example of the use of a p-alanine spacer on a lysine residue: 
Lys(3-(hexadecanoylamino)propionyl): 




b) Example of the use of a y-glutamic acid spacer on a lysine residue: 
Lys((S)-4-carboxy-4-(hexadecanoylamino)butanoyl): 




c) Example of the use of a GABA spacer on a lysine residue: 
Lys(4-(hexadecanoylamino)butanoyl): 
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Figure 7. 



£ael 01044) 



Afcol (10644) 
REP2 



INVERTED 



Riled In Xbat \ 
2u(>igin 



STB^ 
Yeast 2u plasmid 
NhjI/Hpal 406 bp deletion 
RAP* 
£coRI(8429) 




REP1 
Riled In XbaT 
INVERTED 
Eae\(62$2) 



£coRI(6019) 



Remnant pUC19 polyllnker 
SalH\4) 

TPI pnDmoter 

EcoRI linker 

£coRI(?40) 

M=alpha* signal/leader 

AfcoI(1257) 

AM (1373) 

"Riled In Hindlll 

Miel(1465) 

^ TPI tenrtnator 

^ £coRI(2044) 

\\ \ BamHI linker 

\^ \ %^ BamHQOSl) 

\ \ V^,porTit)e TPI promoter 

, ^\ X^N;. \ S.pombeTPI 

\ \ \'\^ \ V £ael(2597) 
\ \ \ \ \ \\ 
\ vA\ \ \ \ \ \s.PompeDNA 

\ ^ \ \ \ \ '\ ^ 

\ \ \ \ \ £coRl(2920) 
\ \ \ \ \ 

\ \ S, pompeMtDNA Pol promoter 

S. pombeTPMemiinator 

SallQlS9) 



E coll Qigin 



E cdi plasmid 



£beI(S414) 



6459.500-US 



Express Mail Label No. EV 246877470 US 
188 



8/12 

Figure 8. 



2.00 n 




□ A2G.GLP.2(l-33) 

A L17K(3- 
(tetradeca noylami no )propionyl) 
/K30R-GLP-2(1-33) 

^ L17K{3- 
(hexadecanoylamino)prx)pionyl) 
/K30R-GLP-2(1-33) 



Dose - 



2.00 n 



% 1.75 - 



S 1.50 i 



1.25 - 



CO 



1.00 




1.5 -l.'o ^05 00 05 To K5 10 



□ A2G-GLP-2(1.33) 

A L17K(3- 

(tetradeca noylami no )propionyl) 
/K30R-GLP-2(1-33) 

L17K(3- 

(hexadecanoylamino)propionyl) 
/K30R-GLP-2(1-33) 



logQ])ose) 



6459.500-US 



Express Mail Label No. EV 246877470 US 
189 



Figure 9. 



9/12 



A2aGLP.2(1.33) 



0.4 

0.3 f 

0^ 



•3 0.1 . 
I 

J-0.0 



■0.1 

•0.2 
■0.3 



O 



1. 14 1.16 1.18 

Predicted small intestinal weight (g) 



L17K(3-{tetradecanoylamino)propionyl)/K30R-GLP-2(1-33) 



0.5 
0.4 
0.3 
0.2 

lo.i 



So.o 

-0.2 -I" 

■0.3 

-0.4 



8 
o 



o % 



1.0 



1.2 1.3 1.4 1.S 

Predi^cd small intestinal weight (g) 



L17K(3-(hexadecanoylamino)proplonyl)/K30R-GLP-2(1-33) 



0.8 T 

0.6 

0.4 



* 0.2 

a 

0.0 



•0.2 
■0.4 



-1—0- 



1.4 1.5 1.6 

Predicted small intestinal weight (g) 



1.7 



If - 



6459.500-US 



Express Mail Label No. EV 246877470 US 
190 



10/12 




1.00 



□ A2G-GLP-2(l-33) 

A L17K(3- 

(tetradeca noylami no )propionyl) 
/K30R-GLP-2(1-33) 

° L17K(3- 
(hexadecanoylamino)propionyl) 
/K30R-GLP-2(1-33) 



-1.5 -1.0 -0.5 0.0 0.5 1.0 1.5 2.0 
log(Dose) 



D A2G-GLP-2(l-33) 

A L17K(3- 

(tetradeca noylamino )propionyl) 
/K30R-GLP-2(1-33) 

° L17K(3- 
(hexadecanoylamino)propjonyl) 
/K30R-GLP-2(1-33) 



6459.500-US 



Express Mail Label No. EV 246877470 US 
191 



Figure 11. 
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Figure 12. 

SEQ ID NO. 1 (The amino acid sequence of native human GLP-2): 

HADGSFSDEMNTILDNLAARDFINWLIQTKITD 
SEQ ID NO. 2 (GLP-2 peptides according to fomriula I): 

Trp-Leu-lle-X^^-Thr-Arg-lle-Thr-X^ 

wherein is Ala, Val or Gly; X^ is Asp, or Glu; X^ is Ser. or Lys; X^ is Ser. or Lys; X® Is Asp. 
Glu, or Lys; X^ is Asp, Glu, or Lys; X^° is Met, Lys, Leu, He, or Nor-Leucine; X^^ is Asn, or 
Lys; X^^ is Thr, or Lys; X^^ is lie, or Lys; X^'* is Leu, or Lys; X^® is Asp, or Lys; X^^ is Asn. or 
Lys; X^^ is Leu. or Lys; X^® is Ala. or Lys; X^^ is Asp, or Lys; X^^ is Asn, or Lys; X^® is Gin. or 
Lys; X^^ is Asp. Glu, or Lys. 

SEQ ID NO. 3 (GLP-2 peptides according to fomiula II): 

His-X^-X^-Gly-X^-Phe-X^-X^-X^-X^^-X^'-X^^-X^^-X^^-X^^-X^^-X^ 
Trp-Leu-lle-X^^-Thr-X^^-lle-Thr-X^^ 

wherein X^ is Ala, Val or Gly; X^ is Asp, or Glu; X^ is Ser, or Lys; X^ is Ser. or Lys; X® is Asp, 
Glu. or Lys; X^ is Asp, Glu, or Lys; X^° is Met, Lys, Leu, lie, or Nor-Leucine; X^^ is Asn. or 
Lys; X^^ is Thr, or Lys; X^^ is Me, or Lys; X^"* is Leu, or Lys; X^^ is Asp, or Lys; X^® is Asn, or 
Lys; X^^ is Leu, or Lys; X^® is Ala, or Lys; X^° is Arg, or Lys; X^^ is Asp, or Lys; X^"^ is Asn, or 
Lys; X^® is Gin, or Lys; X^ is Arg, or Lys; X^ is Asp. Glu. or Lys. 



